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imm^] mmm 

i^mO)^^] gp39 antagonistic J: SI TP^M 

<g> ^^^*^gp39 1 , mm^Bmmmm±(DCMO(Dm<Dmm^m ^mm-t^ antagon i 
st^mn^^t-t^n^^^M^^mm^p^m^m ( hp ) ^mm. 

im^mZ] ffiSf^ffi^rPfl^-r^antagonistTb^, UspS9Ui^X^$)^m^mHZ 
[0 0 0 1] 

L, gp39 antagonist 5:^|®e^iCiS:^bITP(D|§3£$:^R&1-S:&^tCg|t-S<. 
[0 0 0 2] 

T?S14^b-r-2>®lc;f bT^I?^';. ^©^S2f^M$:gp39 antagonist. m^ittfigpS 

mi^vmm-t^t. cM'*'Th(Dyf}:^^mmmnmtimm^n^ (wo 95/06481) 

o 

r<7)ffiSfNM?:gp39 antagonist, m^ittfigp39tfii^Xmm^ ^ tlO^m^tf^ 
nM^tl^:itti^^^nX\^^^ ( wo 95/06480) „ 

3(Z)^^Cgp39 antagon ist;^)^CD4'^Thiiflg • BmS^W:^ (D ^^f^i;^ ^m^^t ^ Z. t 
*^?>, gp39 antagonist^! gamMtCj^t LT^3^iS^LT^^$:^i-ga:^5^tt 
(SLE, ITP^) ®?&SllfiCJC5MLi:e) i:V^e)^^^^L75,^;&$tlTV^So b*^L^*^ 
^gp39 antagonistic, -e®f^ffi^ :j!J-XA*> -M.^lLVXLt.^t^mmf}^ 
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[0 0 0 3] 

e B^^ii.mB(D^ < it. t LT ^^-5> :i y^-^^ tiT U 

. 4f|6ttlfe/h«^^>tt^3S5^ ( ITP ) it. m.n^msGU^^^-M^^ (Fc g 
aii«a RIIA) (DM^^^Mtr^nm-t ^ I. ttl'B^^ tlX ^^^^ (Willians et al., 
British Journal of Haenatology 101:779-82, 1998) „ 1 (SNP 

^ j^ii^^^mm-t^spsd antagonist$:^-^i-titf. upmrnm^n^-t tit 

X5=-n-r FM^®S#tCj; »;^MlCfe^ITP(Z)S#iC?itLTgp39 anta 
[0 0 0 4] 

[i§qs*^^^ b J: e) i: -r si^s] 

0 #, feSVNii:;^5^n-r K^^CD^^ICJ: y^^^^{Cfe-SITP(Z)m#lC*fbgp39 an 
tagonist$:^R;&e9(CS^b, ITP®|§^$)^ V^ttM$:RSiht-^ITP^ra$:^^ 

[0 0 0 5] 

[^S$:»^1-Sfcto®^^] 

/h«&am^M*) v^^?., il(NZW X BXSB) Fiv^;>^(c, :i<Dmm 

a)nmz9ct£^Xep39 antagonist, fitgp39m#^$:iS^-r-5 ^ IC J; U Jfil/h®^ 

(i^-mis^t:^mikA^^}^Bm^m^(Dm&^m^miz'f^^x^^:it^M.tiih. e 

p39 antagonist$:ITP^RSMi: LX mm^t ^ :$i^m^%^-t ^iZM^ t^a 

[0 0 0 6] 
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t agon ist^;t^^:$^i:'r^I TP^ RSM. ffiS-f^M^rK^-T-San tagon ist-fy^ mgp39 

^ ^ ® S ^ ® {M M ^ T ® ^ a o V ^ T # 0 { c ^ ^ -r <5 c 
[0 0 0 7] 

1. gp39 antagonist : T^J9S^®±®g^M^fic#'tt® m :7 ^ ^ - tifg S: 

^ ^f!l$:gp39 antagonisth^^-r-So gp39 antagonist{C li, gp39hffiS'f^ffi-r -5^ 
MO^^J^^-r, CD40i:^B5:#Mi--£>^Mtj-^^tl-5=fej(Z>-^^-5o gp39 antagonis 

gp39lC ^bT[fiIlte>tlyt 7 ^ ^J'* ^ > h (M ;i liFabX (Fab' ) 2 :7 ^ ^* ^ > 
h) , ^;t^m^*iX«k: hitifii^. soluble CD40XlisoIuble CD40L;g:r/^|X 
©^^^^'^^ Xligp39i:CD40©=faS#ffl$:l?a«-r<5>ft:'^#lT-feoT J:vx„ 
[0 0 0 8] 

0 ^y^KWr^t) T^^S-r-sr ^Tb^-e^Sc 

gp39Sa^ligp39 cDNA (Araitage et al,. Nature, 357: 80-82, 1992. Hoi 
leabaugh et al., EMBO J., 11: 4313-4319, 1992) ^m^J^i/vtz.^'^^^ 'Si ~ 

mi^X^mt>^\'^. gp39^>^5^ Fligp39(Z)T^ y^BH^'J ( Ar.itage et al., Na 
ture, 357: 80-82, 1992, Holleabaugh et al., EMBO J., 11: 4313-4319, 199 
2) IC^O'^, {^^(D:^m im^it. F-«ocXliT-boc>ft^-^^) iZ^*)^^^^ 
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^nf:L:^mr$>^J. mm:^Jt^-=LTJV (Harlow et al. Antibodies: A Laborato 
ry Mannual, 1998, Cold Spring Harbor Laboratory) izmi^m I. tif^H ^ 

BBW^^y'V (Kozbar et al., Immunol. Today, 4 : 72, 1983) , EBV 

-/N-r>^'y K-V^ (Cole et al., Monoclonal Antibody in Cancer Therapy, 1 
985, Allen R. Bliss, Inc., pages 77-96) . Combinatorial^^*;^^ i; - 
(DT.^ U-~y^^ (Huse et al.. Science, 246: 1275, 1989) ^ffiO^^SCJ; 

:^mmmiz-i5\-i^mmt. ep39t!^Mmizi^^t^m^(Dy^^':^yh. 

l^Fab3^tt(Fab' y h ^^^^^-^^0^$,;^^ 

i^^m^t=.^:f^^mi^ (Morrison et al., Proc. Natl. Acad. Sci. USA, 81: 6 
851, 1985, Takeda et al.. Nature, 314: 452, 1985) , ^T^c^MM^M^^L 

^M^^t>-^Xm-or=.^:f.^mi^ (Teng et al., Proc. Natl. Acad. Sci. USA, 
80 : 7308-12, 1983, Kozbar et al., Immunol, Today, 4: 7279, 1983) jfjt^ 

[0 0 0 9] 

I] 
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!^m^M/bmn<i^^ii^^m ( ITP ) (D^m'^^m^tlt^m^. gpSS amagoni 
[0 0 10] 

&.-f(D^mMX'^mht=.tn.gp39tn.i^Ml (Noelle et al., Proc. Natl. Acad. 
Sci. USA, 89: 6550-54, 1992) it. J\2^7. ^ -•Vi^^Ltc'^ ^ T^gpSdiZMir ^ 
^7D-:^;i/tll<*i"r PharMingentti: tl A#nJ|g (Catalog No. : PM-09020D or 
PM-09021D) "efe-So tt^MlM^MS^lt. A«erican Type Culture Collection 
(ATCC) J; U A#or|gT'fe-5 (ATCC No. : HB-11048) , 

^flib:t(NZWxBXSB)FjV'^:7.ii, ^^3^n&.mzsk^lzik/i^mzM-t^^ 

aM^*^ffi3^b, mmt.Pkizik/b^m(Dmmtj^m'pii)^M.^ti mm, nm, 26: 

169-179, 1989) , ITP©^ e^nX (Adachi et al., Immunobio 

1., 198 : 451-64, 1998) „ 3® "^7 X H :*:SLCi; A#^lb"e^ 
[0011] 

mmm i (nzw x bxsb) F^-^^T.iziBi-f^ \zn-r^ mionun^. 

MRICD, (NZWXBXSB)FjV^7XlCfei-^-2>^^tcM-r-£>fllM^:^$:^t^L:t. MRl 
(Noelle et al., Proc. Natl. Acad. Sci. USA, 89: 6550-54, 1992) li. Noel 
le1f± j; *)^^'^tltcmm^mm(D^m±.m^ Uprotein A$:MV^T3fi$gbT^ 
fflL^o MRlS:tJf|^tt#M©7\Ay?.^- IgGli, V't7:^ffilKp«3{C500^g/200/iL/ 
I1I®M*?:5~1 6iaS^lCt)feoTMlia^^Lfco 

^(DS^^, AZs:;?.^- IgG$:ig^bfe(NZWXBXSB)Fj?tiffiSf¥Xtt9ii«^J: U^t 
3®S¥t:{il5Mi0*X{C^#^ii5O5iiC{gTL, KI^^T^CDl? 

u^hti-t. z.(Dm(D^^m\tMmm\zit^mt\'^mzmmz^m-^tirz. (p<o 

.05, 01) c 
[0012] 

^iSM 2 (NZW X BXSB) Fj "t; X ©ifil/h^KM^i'^ (C ?ttf f -5 MRl © ffilSfl^^o 
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jglU^^^4*fM®/^A7.^- IgGtt, v"^X0|^p^{C5OO/ig/2OOAtL/IllCOM4$: 5 
~1 6igf$(C*)^oTiiaiI@Iig#L;t„ Ufkitb, 9, 13, 17ii|p^{CX-7^;i/^^ 

XT^i^Technicon H- 1^^ system (Bayer Corporation, Tarry Town, NY) 

^(D1^^. IgG^MS¥T'^X(Z)jfll/jN«|5C{il3&Z^17iai${C^VxT5 

S¥^(Z)raicii^ft^6^{c;t«^^*^^«*?)e>tifc (p<0.05, 02) . 

[0 0 13] 

^i66M3 (NZWXBXSB)FjV^X(Z)ifillKt^Jjn:jfil/jN^IgG fit(*cM{C^-r -SMRlCDJUM 

MRl®, (NZWXBXSB)Fjx"i?X®jfili^tfimifil/h«IgG mMlcM-t -SfllffK^M 

96 well platelCglutaraldehydeTg^ L V^Xifil/h^^jKi;^^-^:^^, P 
eroxidase^i^^v:7XlgG-e^mi-^ELISAlCj: UMSL/feo Jni^ijcMttl^^ v^i^; 
X(D353Mi$lfilM$:^M?f t LTMV^, ^<Djfil?f 5:1000 U/«l t bm^3f4(D|5x; 
(A.U./"1) $:^ffiLfcc 
^©^11, IgG^MS¥T^liJ&^tt'mjfil/h«IgGm#:fiilf*^93a«^J:»J± 

7mm t. T' istf ^^tcffliM b T > MRii¥ ^ Mfisi^ ^ (Z) rsic itmnmmizmM 

fj^mtr^Ui^^titz. (P<0.05, 03) „ 
[0014] 

mmm4 (NZWXBXSB)FjV'^>?.lC^i-t^llil/jN^^-^1£mifil/h^IgG JltiMiC^ 
t--5MRl(Z)$PM#Mc 

MRl©, (NZWXBXSB)FjV^7X®ilil/jN^^-^'ftmifil/h«IgG m#:fil5lcMt-'5ffiI$!l 
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M3^^^^5:FACScan™ flow cytometer (Beckton-Dickinson, San Jose, CA)$:M 

mMt(Dmizitmf^mizmMt£mt)^ui^^tit=. (p<o.o5. s4) . 

[0 0 15] 

[01] (Nzw X BxsB) F^^^j^sizi^n^mmzM-r^ MKDmm^^. 

[0 2] (NZWXBXSB)F^V'^7X®J^il/J^«^^^^>^C^•r■2>MRl®ffl]$^^^:^o 

[03] (NZWXBXSB)FjV':7X®ifil^tfjJn:ifll/h«IgG m^ffitC^-t-5>MRl(Z)M 

[04] (NzwxBXSB)F^v'^7:^^c^^t<2.J^l/^=K?^'^^^m]fll/^=^IgG m^MtcM 
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[01] 
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AAA AiA A A A A A 



AAA 



I 



' ' ' < I I 1 1 1 1 1 r- 



^ ^ ' 1 — ' — J — I — I — r- 

5 6 7 8 9 10 11 12 13 14 15 16 17 
age in weeks 

A : MRl (500 u g/V^X) . A : «Sg», ltttSja«C;fettS4,^ft^^-r, 
# : p<0. 05 (Log-rank 

[02] 




9 13 17 



A : MKl (500 g/v^x) . A : MMm. «[e4?¥^^XT®3Fl^fi±gipK^^^^ 
* :p<0.05 «SI^«»«^J-ff) 
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[03] 



120fln 



=9 



1000- 



800- 



^ 400- 



200- 



4^. 



/ 



5 9 13 17 

-^073m (a) 



* :p<o.o5 {Mnm^^^a^m 

[04] 



100-1 



S 80 

51 80 



17 



S 9 13 

(ii) 

A: MR] (500 ;/ g/v^x) . A : ««*?¥-7':7XT<^¥l^M±»qiKM*^-r. 
* :p<0.05 (fel^«i)-tt5^*T) 
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mm: 

mm] ^mmcDmmit. m^^^it^i^mm^pi^m^m ( hp ) (D^m^^m 
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ffi 1^ A 



C000000217] 
1 . m^^n 0 1990^ 8H29H 

ft m m^l353i:JRE/^a;lI4 TS 6#i o# 
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